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OTHER SOURCE (S): MARPAT 143:1313 

AB The invention discloses the use of compds. which are cyclooxygenase-2 
(COX-2) inhibitors, and pharmaceutically acceptable salts and solvates 
thereof, for the treatment of schizophrenic disorders. Schizophrenic 
disorders of the invention are to be intended schizophrenia, delusional 
disorders, affective disorders, autism or tic disorders, schizophreniform 
disorders, in particular chronic schizophrenic psychoses and 
schizoaffective psychoses, temporary acute psychotic disorders. Moreover, 
the invention discloses the use of a pyrimidine derivative known as a COX-2 
inhibitor in combination with a neuroleptic drug for the treatment of 
schizophrenic disorders. Compound preparation is described. 
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CN Pyridine, 2- [4- (methylsulfonyl) phenyl] -6- {2-pyridinylmethoxy) -4- 
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AB Use of title compds. e.g. [I; Rl = H, alkyl, fluoroalkyl, alkenyl, 

alkynyl, cycloalkylalkyl , bridged cycloalkyl, etc.; R2 = fluoroalkyl; R3 = 
alkyl, amino, carboxamide] for preparation of a medicament for treatment- of 
depressive disorders is claimed. Thus, a mixture of 4- 

methylthioacetophenone and Me trif luoroacetate in MeOCMe3 was treated over 
30 min. with NaOMe in MeOH followed by heating at 40® for ^3 
h. AcOH and S-Me 2-thiopseudourea were added followed by concentration and 
heating at 110® overnight. AcOH was added and the mixture was cooled 
to 50° followed by addition of aqueous Na tungstate and then 30% H202 over 
3 h. followed by heating at 50® for ^12 h. The mixture was 
cooled to 20® and aqueous Na sulfite was added over ^3 0 min. 
followed by aging for 1 h to give 90% 2-methylsulfonyl-4- [4- 
(methylsulf onyl) phenyl] -6-trif luoromethylpyrimidine. The latter was 
heated overnight with K2C03 in MeOH at 50® to give 88.4% 
2-butoxy-4- [4- (methylsulf onyl ) phenyl] -6-trif luoromethylpyrimidine (II) . 
In the chronic inescapable shock in rats model, II at 10 mg/kg orally with 
paroxetine 5 mg/kg orally gave a full reversal of. the chronic escape 
deficit . 
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AB Title compds. I [wherein X = 0 or NR2; Y = CH or N; Rl = H, (f luoro) alkyl , 
alkyloxyalkyl, alkenyl, alkynyl, cycloalkylalkyl , substituted cycloalkyl; 
R2 = H, alkyl, or NR1R2 = (un) substituted heterocyclic ring; R3 = 
(f luoro) alkyl; R4 = alkyl, NH2, amido; R5 = H, (f luoro) alkyl, 
alkoxycarbonyl , halo, cyano, dialkylaminocarbonyl, alkylthio, 
alkyl sulfonyl; RIO = H, halogen; and phartnaceutically acceptable salts 
thereof] were prepared as cyclooxygenase 2 (COX-2) inhibitors. For example, 
substitution of 4-methyl-6- [4- (methylsulfonyl) phenyl] pyridin- 2 -yl 
trif luoromethanesulfonate with cyclopentylamine at 180 ®C for 14 h, 
gave II. I had IC50 values for inhibition of COX-2 of 0.51 ^M or less 
and at least a 100-fold selectivity for COX -2 over COX-1, based on 
comparison of the resp. IC50 values. Thus, I and their pharmaceutical 
compns. are potent and selective inhibitors of COX-2 and useful for the 
treatment of COX-2 mediated conditions, such as inflammatory diseases. 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of [ (methyl sulfonyl) phenyl] pyridines as COX-2 inhibitors) 
RN 675617-88-6 CAPLUS 

CN 2-Pyridinamine, N-cyclopentyl-4-methyl-6- [4- (methylsulfonyl) phenyl] - (9CI) 
(CA INDEX NAME) 



10/-527,799 




RN 675617-89-7 CAPLUS 

CN Pyridine, 4-methyl-2- [4- (methylsulfonyl) phenyl] -6- (phenylmethoxy) - (9CI) 
(CA INDEX NAME) 




RN 675617-93-3 CAPLUS 

CN 2-Pyridinamine, N, 4 -dimethyl -6- [4- (methylsulfonyl) phenyl] -N- (phenylmethyl) - 
(9CI) (CA INDEX NAME) 



Me 




RN 675617-94-4' CAPLUS 

CN 2-Pyridinamine, 4-methyl-N- [ (l-methyl-lH-pyrazol-4-yl)methyl] -6- [4- 
(methylsulfonyl) phenyl] - (9CI) (CA INDEX NAME) 



10/. 527, 799 



Me 




RN 675617-99-9 CAPLUS 

CN 2-Pyridinamine, N- [ (1-ethyl-lH-l, 2 , 4-triazol-5-yl)methyl] -4-methyl-6 
(methylsulfonyl) phenyl] - (9CI) (CA INDEX NAME) 



Et 




Me- S=0 

II 

O 

RN 675618-04-9 CAPLUS 

CN 2-Pyridinamine, N-cyclohexyl-6- [4- (methylsulfonyl) phenyl] -4- 
(trifluoromethyl) - (9CI) (CA INDEX NAME) 




RN 675618-05-0 CAPLUS 

CN 2-Pyridinamine, N- (cyclopentylmethyl) -6- [4- (methylsulfonyl) phenyl] -4 
(trifluoromethyl) - (9CI) (CA INDEX NAME) 



